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DETAILED ACTION 

The Applicants' arguments received 8 December 2005 have been entered into the record. 

Claims 1-5 are pending in the instant application. Claim 6 has been cancelled (23 September 

2004). 

Withdrawn Objections and Rejections 

Any objection or rejection of record which is not expressly repeated in this action has 

been overcome by Applicant's response and withdrawn. 

Claim Rejections - 35 USC §§ 101 and 112 

Claims 1-5 are rejected under 35 U.S.C. 101 because the claimed invention is not 

supported by either a specific and substantial asserted utility or a well established utility. 

Claims 1-5 are also rejected under 35 U.S.C. 112, first paragraph. Specifically, since the 

claimed invention is not supported by either a credible, specific and substantial asserted utility or 

a well established utility, one skilled in the art clearly would not know how to use the claimed 

invention. 

The basis for these rejections is set forth in the previous Office Action mailed 7 

September 2005 at pages 4-8. 

Applicant's arguments (pp. 3-22 of the amendment received 8 December 2005) have 

been fully considered but are not found to be persuasive for the following reasons. Applicant 

reviews the legal standard for patentable utility, with which the examiner takes no issue. 
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Applicants argue that Example 18 of the present application provides sufficient 

disclosure to establish a specific, substantial and credible utility for the PRO polypeptide and 

claimed PRO antibody, that is, Example 18 discloses that PR01328 is significantly 

overexpressed in one normal human tissue and one tumor tissue. Applicant submits that these 

data demonstrate that PRO 1328 of the present invention is useful as diagnostic markers for the 

presence of one or more tissues in which it is significantly overexpressed. 

Applicant argues that the Haynes et al. and Gygi et al. publications do not support the 

rejection (Remarks, page 13, 8 December 2005). Applicant characterizes Haynes et al. and Gygi 

et al. as teaching that there is a general trend of increased protein levels from increased mRNA 

levels, and that there is a positive correlation between mRNA and protein amongst most of the 

80 or 150 yeast proteins studied but the correlation is "not linear" and hence, one cannot 

accurately predict protein levels from mRNA levels. Applicants submit that the Haynes data 

meets the "more likely than not standard" and shows that a positive correlation exists between 

mRNA and protein. 

It is not disputed that Haynes et al. and Gygi et al. shows that there is a slight general 

trend that increased transcript levels may correlate with increased protein levels, but there are 

many publications that demonstrate no correlation, which will be discussed below. 

One paper showing poor correlation is Anderson et al., (1997, Electrophoresis, Vol. 18, 

pages 533-537) who found that there was a poor correlation (0.48) between mRNA and protein 

levels in liver cells (abstract and page 535). They suggest that the two major phases of gene 

expression regulation (transcription through message degradation on the one hand, and 

translation through protein degradation on the other) are of approximately equal importance in 
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determining the net output of proteins (page 536, left column). Anderson et al. also reanalyzed 

the set of data for plasma proteins secreted by the liver that was published by Kawamoto et al., 

(Gene, 1996, Vol. 16, pages 1977-1981), in which the mRNA-to-protein relationship for nine 

plasma proteins was 0.96. However, when albumin (which is well-separated from the cluster of 

the remaining eight and thus exercises a disproportionate influence on the correlation coefficient) 

was omitted from the calculation, the correlation coefficient is reduced to -0.19, which suggests 

a very poor correlation (page 536, right column). Lian et al., (2001, Blood 98:513-524) show a 

lack of correlation between mRNA expression and protein expression in mouse cells (see p. 514, 

top of left column: "The results suggest a poor correlation between mRNA expression and 

protein abundance, indicating that it may be difficult to extrapolate directly from individual 

mRNA changes to corresponding ones in protein levels."). See also Fessler et al., (2002, J. Biol. 

Chem. 277:31291-31302) who found a "[p]oor concordance between mRNA transcript and 

protein expression changes in human cells" (p. 31291, abstract). The evidence as a whole clearly 

indicates that one skilled in the art would not assume that an increase in mRNA levels results in 

increased protein levels without doing the empirical experimentation necessary to measure 

protein levels. The requirement for such empirical experimentation indicates that the asserted 

utility for the claimed polypeptides is not substantial; it is not in currently available form. 

Applicants discuss the declaration previously submitted by Dr. Grimaldi, stating: 

,f[o]ffice personnel must accept an opinion from a qualified expert" (underlined in original) 

(Remarks, page 9). In assessing the weight to be given expert testimony, the examiner may 

properly consider, among other things, 1) the nature of the fact sought to be established, 2) the 

strength of any opposing evidence, 3) the interest of the expert in the outcome of the case, and 4) 
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the presence or absence of factual support for the expert's opinion. See Ex parte Simpson, 61 

USPQ2d 1009 (BPAI2001), Cf. Redac ML Ltd. v. Lotus Development Corp.. 81 F.3d 1576, 38 

USPQ2d 1665 (Fed. Cir. 1996), Paragon Podiatry Lab., Inc. v. KLM Lab.. Inc.. 948 F.2d 1182, 

25 USPQ2d 1561, (Fed. Cir. 1993). 1) In the instant case, the nature of the facts sought to be 

established is whether or not the unmeasured "two-fold" difference in DNA levels between 

normal tissues and cancerous tissues provides meaningful results. The declaration of Dr. 

Grimaldi does not teach the level of reproducibility or the level of reliability of the results. There 

are no relative or absolute levels of PRO 1328 cDNA in control or tumor tissue disclosed. 

Neither the specification nor the declaration provide any evidence that indicates what the 

differences were or if they were statistically significant. If a clinician took a lung tissue sample 

from a patient with lung cancer, for example, what is the likelihood that when compared with 

normal tissue, the level of PRO 1328 from the patient would be lower? How many samples 

would be needed? What sensitivity would be needed? Would the normal tissue have to be a 

pooled sample or could it be from a single individual? Would a universal normal control be 

necessary or would a normal tissue matched sample be a sufficient control for comparison? 

Applicants have provided no indication of the nature or number of samples that were used. The 

only thing Applicants teach is that PR01328 cDNA was "overexpressed", and this does not 

enable the skilled artisan to differentiate between expression levels in order to diagnose any 

diseases. 2) Regarding the strength of opposing evidence, the literature cautions researchers 

from drawing conclusions based on small changes in transcript expression levels between normal 

and cancerous tissue (for example, see Hu et al. 2003, Journal of Proteome Research 2:405-412, 

of record). Without more specifics about necessary sample size, expression level range for 
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normal and tumor tissues, the specification has not provided the invention in a form readily 

usable by the skilled artisan such that significant further experimentation is unnecessary. 

Furthermore, there is inconsistency in the expression data, such that one normal tissue is stained 

and one cancerous tissue. 3) Regarding the interest of the expert in the outcome of the case, it is 

noted that Dr. Grimaldi is employed by the assignee and is an inventor in this application. 4) 

Finally, with regard to the presence or absence of factual support for the expert's opinion, it is 

noted that while the declaration Dr. Grimaldi discusses findings in terms of "a majority of 

cases", no data, percentage increases or levels of significance are disclosed, making it difficult 

for the Examiner independently to draw conclusions. 

Applicants submit that the statistical analysis by Hu et al. is not a reliable standard 

(Remarks, p. 15) because the frequency of citation only reflects the current research of interest of 

a molecule but not the true biological function of the molecule. Applicant criticizes Hu et al. as 

being based on a statistical analysis of information published in the literature. This has been fully 

considered but is not found to be persuasive. The asserted utility for the claimed polypeptide is 

based on the presumption that increased cDNA production leads to increased mRNA and 

increased protein production. Hu et al. is directly on point by showing that the presumption is 

incorrect when designating proteins as diagnostic markers for cancer. Hu et al. (2003, Journal of 

Proteome Research 2:405-412) analyzed 2286 genes that showed a greater than 1-fold difference 

in mean expression level between breast cancer samples and normal samples in a microarray (p. 

408, middle of right column) and discovered that, for genes displaying a 5-fold change or less in 

tumors compared to normal, there was no evidence of a correlation between altered gene 

expression and a known role in the disease. However, among genes with a 10-fold or more 
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change in expression level, there was a strong and significant correlation between expression 

level and a published role in the disease (see discussion section). The instant specification does 

not disclose that PRO 1328 cDNA levels are expressed at 10-fold or higher levels compared with 

normal, matched tissue samples. Therefore, based on Hu et al., the skilled artisan would not 

reasonably expect that PR01328 polypeptide can be used as a cancer diagnostic. And, as 

discussed above, there was also staining with a normal tissue. Since the asserted utility for the 

claimed polypeptides is not in currently available form, the asserted utility is not substantial. 

Applicant criticizes Hu et al. as using faulty statistical analysis. This has been 

fully considered but is not found to be persuasive. Applicant is holding Hu et al. to a 

higher standard than their own specification, which does not provide proper statistical 

analysis such as reproducibility, standard error rates, etc. 

Applicant discusses the Utility Guidelines, in which Office personnel are cautioned to be 

careful not to interpret the phrase "immediate benefit to the public" or similar formulations used 

in certain court decisions to mean that products or services based on the claimed invention must 

be "currently available" to the public in order to satisfy the substantial, or "real world" utility 

prong of the utility requirement. Applicant submits that the present application clearly 

demonstrates that the nucleic acid of SEQ ID NO: 93 that encodes PRO 1328 is significantly 

differentially expressed in normal tissues, and therefore the nucleic acid, protein and claimed 

antibodies meet the utility requirement of 35 USC 101 as a diagnostic marker for normal tissues 

or cancerous tissues. 

Applicants' arguments have been fully considered but are not deemed persuasive. 
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Since the asserted utility for the polynucleotides, polypeptides and cognate antibody is not in 

currently available form, for the reasons discussed above, the asserted utility is not substantial. 

Based on consideration of the totality of the evidence, it is proper to maintain the rejections. 

Conclusion 

No claim is allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 

Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 

Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 

MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 

MONTHS of the mailing date of this final action and the advisory action is not mailed until after 

the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 

will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 

CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 

however, will the statutory period for reply expire later than SIX MONTHS from the date of this 

final action. 

Advisory information 

Any inquiry concerning this communication or earlier communications from the 

examiner should be directed to Sandra Wegert whose telephone number is (571) 272-0895. The 

examiner can normally be reached Monday - Friday from 9:00 AM to 5:00 PM (Eastern Time). 
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If attempts to reach the examiner by telephone are unsuccessful, the Examiner's supervisor, 

Brenda Brumback, can be reached at (571) 272-0961. 

The fax number for the organization where this application or proceeding is assigned is 

571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 

Application Information Retrieval (PAIR) system. Status information for published applications 

may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 

applications is available through Private PAIR only. For more information about the PAIR 

system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 

PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

SLW 
EILEEN B. O'HARA 

27 February 2006 PRIMARY EXAMINER 


